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T h e s e i n d i n g s s u g g e s t e d t h a t OB may a c t i n human d i p l o i d f i b r o b l a s t s y a mechanism o t h e r t h a n i o n t r a n s p o r t i n h i b i t i o n . We t h e r e f o r e x~m i n e d t h e a b i l i t y of normal and CF c e l l s t o s u r v i v e e x p o s u r e o e t h a c r y n i c a c i d , a n o t h e r i n h i b i t o r o f i o n t r a n s p o r t , and t o o l c h i c i n e and a m i n o p t e r i n , r e s i s t a n c e t o which h a s b e e n a s s o c it e d w i t h membrane a l t e r a t i o n s i n o t h e r c e l l s . A f t e r e x p o s u r e t o h e s e d r u g s , t h e r e w e r e no d i f f e r e n c e s i n s u r v i v a l between normal nd CF f i b r o b l a s t s .
T h i s s u g g e s t s t h a t normal and CF c e l l s do o t d i f f e r i n t e r m s o f a g e n e r a l i z e d r e s i s t a n c e t o i o n t r a n s p o r t n h i b i t o r s o r t o d r u g s which must p a s s t h r o u g h t h e membrane t o b e c t i v e .
I n f u r t h e r s u r v i v a l s t u d i e s w i t h s t r u c t u r a l a n a l o g u e s of B, t h e e f f e c t s o f dexamethasone (DEX), which h a s a s t e r o l n u c l es s i m i l a r t o t h a t o f OB b u t i s t h o u g h t t o h a v e a d i f f e r e n t s i t e f c e l l u l a r a c t i o n , was a l s o t e s t e d .
CF c e l l s s u r v i v e d e x p o s u r e DEX s i g n i f i c a n t l y b e t t e r t h a n d i d normal c e l l s i n b o t h K+ demt, and Neurology, New York. have been the site o f an intensive genetic stw. To date, w have found an increased incidence in m y , p a r t i c u l a r l y recessive, disorders, incluaing: sensorineural deafness (27 cases1 with and w i t t o u t r e t i n i t i s pigmmtosm; congenital c a t a r a c t s (14 cases) ; conqenital ichthyosis (2 cases) ; and two new disorders, designated Caymn Disease (25 cases) and a new Storage Disease (6 cases). l k n t y -t m of the CD p a t i e n t s are c l e a r l y r e l a t e d , and a l l cane f r u n the tm o f West Bay (pop'n: 2715) as do the SD cases. A l l CD p a t i e n t s have a m g e n i t a l a t a x i a , MR, and ocular mvenent abnormalities. The SD (?MPS) p a t i e n t s are a l l r e l a t e d , and while n o m l a t birth, develop abdcminal prctuberance by 18 m . , MR by 3-4 yrs., m t r a d u r e s t h e r e a f t e r , and d i e by 9-13 yrs. These diverse disorders appear to be the r e s u l t of t h e d i n a t i o n o f consanguinity, founder e f f e c t s , d r i f t , and selection. PRENATAL DIAGNOSIS OF LYSOSOMAL ENZYME DISORDERS USING MICROASSAYS. Mariluci T. Bladon and Aubrey Milunsky. Eunice Kennedy Shriver Ctr. and Harvard Medical School.
Efforts a t prenatal diagnosis of biochemical disorders a r e often prolonged and may f a i l because of time and culture problems. W e have used a rnicrofluori~lictric technique which assays only a few (100-300) cultured amniotic f l u i d c e l l s o r skin fibroblasts. Cell 1 ines a r e matched f o r passage number and confluency and each l i n e i s assayed 5-10 times. Enzyme a c t i v i t y i s ex- These preliminary s t a l e s suggested t h a t microassays of lysosomal enzymes f o r prenatal diagnosis a r e feasible. 
S c o t t ) .
D e p t s . of Med. and P e d s . , Howard Univ. Washington, DC and Dept. o f Human G e n e t i c s , Univ. of M i c h i g a n , Ann A r b o r , MI.
A 1 5 y o B l a c k m a l e w i t h s e v e r e a n e m i a , s p l e n o m e g a l y and t y p i c a l t h a l a s s e m i c b l o o d p i c t u r e had 1 2 . 4 % Hb A2. F a m i l y s t ud i e s ( t a b l e ) were c o n s i s t e n t w i t h homozygosity f o r t h e 6 -t h a l . g e n e . The a l n o n -a g l o b i n s y n t h e s i s r a t i o o f t h e f a t h e r ' s r et i c u l o c y t e s r e v e a l e d t h e p r e s e n c e o f a -t h a l . A n a l y s i s of t h e p r o b a n d ' s A2 Hb showed a s p a r a g i n e a t 6 Tp 2 and o n e m e t h i o n i n e r e s i d u e a t 6 Tp 1 3 s u g g e s t i n g a normal 6 c h a i n s t r u c t u r e . The afnon-a r a t i o and % Hb F i n t h e proband were lower t h a n u s u a l f o r homozygous 0 -t h a l . T h e s e v a l u e s and t h e marked i n c r e a s e i n Hb A2 a r e p r o b a b l y d u e t o t h e a m e l i o r a t i n g e f f e c t of a n a s s o c i a t e d a -t h a l . g e n e r a t h e r t h a n t o t h e p r e s e n c e of a M i y a d a -l i k e hemoglobin, a s h a s b e e n p o s t u l a t e d f o r a s i m i l a r k i n d r e d (Biochem. G e n e t . : g, 1 3 5 , 1 9 7 3 ) .
Modified 5'-terminal structures (caps) of mRNA play a n important role in the initiation of protein s y n t h e s i s . A deficiency of 5' capping and methylation h a s been suggested a s a possible c a u s e of F( mRNA deficiency in B-thalassemia ( P t h a l ) . After incubating peripheral blood from @-thal major, c r t h a l , nonthal adults with reticulocytosis, and erythroblastotlc infants with [~n e t h~l -~~] nethionine, the 5'-termlnal structures of human a and j 3 globln m. RNA were labeled. To separate the 5 ' -t e r m~n a l oligonucleotide of a mRNA from that of B mRNA, [ 3~~-l a b e l e d p o l y (~+ )
RNA was digested with RNase T i and alkaline phosphatase, and the digest was fractionated by DFAE-Sephadex chromatography in 7 M urea. 4fter sequence a n a l y s i s , we found that the methylated 5'-termini of the a a n d B mRNAs a r e identical through the first three nucleotides: ~n~~p p~r n~~~p~~p .
Our data a l s o indicate that addition ol t h e four methyl groups to the 5'-end follows a n orderly sequence.
The rate of methylation of the 5'-termlnus of fl mRNA was compared to that of a mRNA in a patient wlth p -t h a l major and in nor thal patients. No major differences ln methylat~on were observec between the p -t h a l and nonthal samples. W e conclude that 5'-capping and methylation is not defective in our p -t h a l patient.
